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Induction of TNF in A549 LP A AT or A549 
cells stimulated with mTNF and IL-1 
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Induction of IL-6 in A549 LPAAT or A549 
cells stimulated with mTNF and IL-1 
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Figure 9 Translated sequence of human LPAAT-yl 

TCTATCAAACCAACATACATGGCGTTTGCATCACAGTTGGAGTCAGATGTGAGCCCGGAG 60 

GGCAGGTGTCTGGCTTGTCCACCCGGAAGCCCTGAGGGCAGCTGTTCCCACTGGCTCTGC 120 

TGACCTTGTGCCTTGGACGGCTGTCCTCAGCGAGGGGCCGTGCACCCGCTCCTGAGCAGC 180 
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GTT 
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Lys 


Glu 




255 










260 










265 












GCA 


GCT 


CAG 


TGG 


CTT 


CAT 


AAA 


CTG 


TAC 


CAG 


GAG 


AAG 


GAC 


GCG 


CTC 


1035 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 



ACYLTRANSFERASE 



Inventors: David W. LEUNG et al. 



Docket No.: 077319-0383 



J 




Figure 9 



(continued) 



Ala 
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Leu Tyr 



Gin 



Glu 
280 



Lys 



Asp 



Ala 



Leu 



CAG GAG ATA TAT AAT CAG AAG GGC ATG TTT CCA GGG GAG CAG TTT 1080 
Gin Glu He Tyr Asn Gin Lys Gly Met Phe Pro Gly Glu Gin Phe 
285 290 295 

AAG CCT GCC CGG AGG CCG TGG ACC CTC CTG AAC TTC CTG TCC TGG 1125 
Lys Pro Ala Arg Arg Pro Trp Thr Leu Leu Asn Phe Leu Ser Trp 
300 305 310 

GCC ACC ATT CTC CTG TCT CCC CTC TTC AGT TTT GTC TTG GGC GTC 1170 
Ala Thr He Leu Leu Ser Pro Leu Phe Ser Phe Val Leu Gly Val 
315 320 325 

TTT GCC AGC GGA TCA CCT CTC CTG ATC CTG ACT TTC TTG GGG TTT 1215 
Phe Ala Ser Gly Ser Pro Leu Leu He Leu Thr Phe Leu Gly Phe 
330 335 340 

GTG GGA GCA GCT TCC TTT GGA GTT CGC AGA CTG ATA GGA GTA ACT 1260 
Val Gly Ala Ala Ser Phe Gly Val Arg Arg Leu He Gly Val Thr 
345 350 355 

GAG ATA GM AAA GGC TCC AGC TAC GGA AAC CAA GAG TTT AAG AAA 13 0 5 

Glu He Glu Lys Gly Ser Ser Tyr Gly Asn Gin Glu Phe Lys Lys 
360 365 370 

AAG GAA TAA TTAATGGCTGTGACTGAACACACGCGGCCCTGACGGTGGTATCCAGTT 13 62 
Lys Glu *** 

AACTCAAAACCAACACACAGAGTGCAGGAAAAGACAATTAGAAACTATTTTTCTTATTAA 1422 
CTGGTGACTAATATTAACAAAACTTGAGCCAAGAGTAAAGAATTC AGAAGGCCTGTC AGG 14 82 
TGAAGTCTTCAGCCTCCCACAGCGCAGGGTCCCAGCATCTCCACGCGCGCCCGTGGGAGG 15 42 
TGGGTCCGGCCGGAGAGGCCTCCCGCGGACGCCGTCTCTCCAGAACTCCGCTTCCAAGAG 16 02 
GGACCTTTGGCTGCTTTCTCTCCTTAAACTTAGATCAAATTTTAAAAAAAAAAAAAAA 16 60 
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Figure 10 Translated sequence of LPAAT-y2 cDNA 

CACGCTGGCGCTCTGGCCGGTCAGCAAGCAGCTCTACCGCCGCCTCAACTGCCGCCTCGCC 61 

TACTCACTCTGGAGCCTAGCACAAAACTAGAAGCAACCCAAGCACCTGTCACTGGAGACT 121 

AATTATGCGGCACCCATACAGGGACCCTCTGCGGCCATCATGGAGAGCCTTCATCTTGCC 181 

CGTACAGTTT TAA GCGAAAAAGGAAGTATACAACAAAGTCCATAACTGGTC ATG CTG 23 8 
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Figure 10 (continued) 



260 265 270 

CCT CTC CTG ATC CTG ACT TTC TTG GGG TTT GTG GGA GCA GCT TCC 1093 
Pro Leu Leu lie Leu Thr Phe Leu Gly Phe Val Gly Ala Ala Ser 

275 280 285 

TTT GGA GTT CGC AGA CTG ATA GGA GTA ACT GAG ATA GAA AAA GGC 113 8 

Phe Gly Val Arg Arg Leu lie Gly Val Thr Glu lie Glu Lys Gly 

290 295 300 

TCC AGC TAC GGA AAC CAA GAG TTT AAG AAA AAG GAA TAA TTAATGGC 1185 
Ser Ser Tyr Gly Asn Gin Glu Phe Lys Lys Lys Glu *** 

305 310 
TGTGACTGAACACACGCGGCCCTGACGGTGGTATCCAGTTAACTCAAAACCAACACACAG 1245 
AGTGCAGGAAAAGACAATTAGAAACTATTTTTCTTATTAACTGGTGACTAATATTAACAA 1305 
AACTTGAGCCAAGAGTAAAGAATTCAGAAGGCCTGTCAGGTG AAGTCTTCAGCCTCCCAC 13 65 
AGCGCAGGGTCCCAGC ATCTCCACGCGCGCCCGTGGGAGGTGGGTCCGGCCGGAGAGGCC 142 5 
TCCCGCGGACGCCGTCTCTCCAGAACTCCGCTTCCAAGAGGGACCTTTGGCTGCTTTCTC 14 8 5 
TCCTTAAACTTAGATCAAATTTTAAAAAAAAAAAAAAA 1523 
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Figure 11 Translated sequence of human LPAAT-5 

TGAA CCCAGCCGGCTCCATCTCAGCTTCTGGTTTC TAA GTCCATGTGCCAAAGGCTGCCAG 61 
GAAGG AGACGCCTTCCTGAGTCCTGG ATCTTTCTTCCTTCTGGAAATCTTTGACTGTGGG 121 
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Val 


Ala 


Arg 


Ala 


Lys 


Gly 


Leu 


Pro 


Arg 


Leu 


Lys 










190 










195 










200 




CAT 


CAC 


CTG 


TTG 


CCA 


CGA 


ACC 


AAG 


GGC 


TTC 


GCC 


ATC 


ACC 


GTG 


AGG 


805 


His 


His 


Leu 


Leu 


Pro 


Arg 


Thr 


Lys 


Gly 


r tie 


Ala 


He 


Thr 


Val 


Arg 










205 










210 










215 




AGC 


TTG 


AGA 


AAT 


GTA 


GTT 


TCA 


GCT 


GTA 


TAT 


GAC 


TGT 


ACA 


CTC 


AAT 


850 


Ser 


Leu 


Arg 


Asn 


Val 


Val 


Ser 


Ala 


Val 


Tyr 


Asp 


Cys 


Thr 


Leu 


Asn 










220 










225 










230 






TTC 


AGA 


AAT 


AAT 


GAA 


AAT 


CCA 


ACA 


CTG 


CTG 


GGA 


GTC 


CTA 


AAC 


GGA 


895 


Phe 


Arg 


Asn 


Asn 


Glu 


Asn 


Pro 


Thr 


Leu 


Leu 


Gly 


Val 


Leu 


Asn 


Gly 










235 










240 










245 




AAG 


AAA 


TAC 


CAT 


GCA 


GAT 


TTG 


TAT 


GTT 


AGG 


AGG 


ATC 


CCA 


CTG 


GAA 


940 


Lys 


Lys 


Tyr 


His 


Ala 


Asp 


Leu 


Tyr 


Val 


Arg 


Arg 


He 


Pro 


Leu 


Glu 










250 










255 










260 






GAC 


ATC 


CCT 


GAA 


GAC 


GAT 


GAC 


GAG 


TGC 


TCG 


GCC 


TGG 


CTG 


CAC 


AAG 


985 


Asp 


He 


Pro 


Glu 


Asp 


Asp 


Asp 


Glu 


Cys 


Ser 


Ala 


Trp 


Leu 


His 


Lys 










265 










270 










275 





Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0383 



CTC 


TAC 


CAG 


GAG 


AAG 


GAT 


GCC 


TTT 


CAG 


GAG 


GAG 


TAC 


TAC 


AGG 


ACG 


1030 


Leu 


Tyr 


Gin 


Glu 
280 


Lys 


Asp 


Ala 


Phe 


Gin 
285 


Glu 


Glu 


Tyr 


Tyr 


Arg 
290 


Thr 




GGC 


ACC 


TTC 


CCA 


GAG 


ACG 


CCC 


ATG 


GTG 


CCC 


CCC 


CGG 


CGG 


CCC 


TGG 


107S 


Gly 


Thr 


Phe 


Pro 


Glu 


Thr 


Pro 


Met 


Val 


Pro 


Pro 


Arg 


Arg 


Pro 


Trp 










295 










300 










305 




ACC 


CTC 


GTG 


AAC 


TGG 


CTG 


TTT 


TGG 


GCC 


TCG 


CTG 


GTG 


CTC 


TAC 


CCT 


1120 


Thr 


Leu 


Val 


Asn 
310 


Trp 


Leu 


Phe 


Trp 


Ala 
315 


Ser 


Leu 


Val 


Leu 


Tyr 
320 


Pro 




TTC 


TTC 


CAG 


TTC 


CTG 


GTC 


AGC 


ATG 


ATC 


AGG 


AGC 


GGG 


TCT 


TCC 


CTG 


1165 


Phe 


Phe 


Gin 


Phe 
325 


Leu 


Val 


Ser 


Met 


He 
330 


Arg 


Ser 


Gly 


Ser 


Ser 
335 


Leu 




ACG 


CTG 


GCC 


AGC 


TTC 


ATC 


CTC 


GTC 


TTC 


TTT 


GTG 


GCC 


TCC 


GTG 


GGA 


1210 


Thr 


Leu 


Ala 


Ser 


Phe 


He 


Leu 


Val 


Phe 


Phe 


Val 


Ala 


Ser 


Val 


Gly 










340 










345 










350 




GTT 


CGA 


TGG 


ATG 


ATT 


GGT 


GTG 


ACG 


GAA 


ATT 


GAC 


AAG 


GGC 


TCT 


GCC 


1255 


Val 


Arg 


Trp 


Met 
355 


He 


Gly 


Val 


Thr 


Glu 
360 


He 


Asp 


Lys 


Gly 


Ser 
365 


Ala 


366 


TAC 


GGC 


AAC 


TCT ,GAC 


AGC 


AAG 


CAG 


AAA 


CTG 


AAT 


GAC 


TGA 


CTCAGGG 


1301 


Tyr 


Gly 


Asn 


Ser 
370 


Asp 


Ser 


Lys 


Gin 


Lys 
375 


Leu 


Asn 


Asp 


* * * 









AGGTGTCACCATCCG AAGGGAACCTTGGGG AACTGGTGGCCTCTGCATATCCTCCTTAGT 13 61 

GGGACACGGTGACAAAGGCTGGGTGAGCCCCTGCTGGGCACGGCGG AAGTCACGACCTCT 1421 

CCAGCCAGGGAGTCTGGTCTCAAGGCCGGATGGGGAGGAAGATGTTTTGTAATCTTTTTT 1481 

TCCCCATGTGCTTTAGTGGGCTTTGGTTTTCTTTTTGTGCGAGTGTGTGTGAGAATGGCT 1541 

GTGTGGTG AGTGTGAACTTTGTTCTGTGATC ATAGAAAGGGTATTTTAGGCTGCAGGGGA 1601 

GGGCAGGGCTGGGGACCGAAGGGGACAAGTTCCCCTTTCATCCTTTGGTGCTGAGTTTTC 1661 

TGTAACCCTTGGTTGCC AGAGATAAAGTGAAAAGTGCTTTAGGTG AGATGACTAAATTAT 1721 

GCCTCCAAGAAAAAAAAATTAAAGTGCTTTTCTGGGTCAAAAAAAAAAAAAAA 1774 



Figure 11 (continued) 
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Figure 12 
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10 20 30 40 50 

MGLLAFLKTQ FVLHLLVGFV FWSGLVINF VQ-LCTLALW PVSKQLYRRL 

MDLAGLLKSQ FLCHLVFCYV FIASGLIINT IQ-LFTLLLW PINKQLFRKI 

60 70 80 90 100 

NCRLAYSLWS QLVMLLEWWS CTECTLFTDQ ATVERFGKEH AVIILNHNFE 

MLLEWWS CTECTLFTDQ ATVERFGKEH AVIILNHNFE 

NCRLSYCISS QLVMLLEWWS GTECTIFTDP RA^LKYGKEN AIWLNHKFE 

110 120 130 140 150 

IDFLCGWTMC ERFGVLGSSK VLAKKELLYV PLIGWTWYFL EIVFCKRKWE 

IDFLCGWTMC ERFGVLGSSK VLAKKELLYV PLIGWTWYFL EIVFCKRKWE 

IDFLCGWSIS ERFGLLGGSK VLAKKELAYV PIIGWMWYFT EMVFCSRKWE 

160 170 180 190 200 

EDRDTWEGL RRLSDYPEYM WFLLYCEGTR FTETKHRVSM EVAAAKGL P V 
EDRDTWEGL RRLSDYPEYM WFLLYCEGTR FTETKHRVSM EVAAAKGLPV 
QDRKTVATSL QHLRDYPEKY FFLIHCEGTR FTEKKHEISM QVARAKGLPR 

210 220 230 240 2bU 

LKYHLLPRTK GFTTAVKCLR GTVAAVYDVT LNF-RGNKNP SLLGILYGKK 
LKYHLLPRTK GFTTAVKCLR GTVAAVYDVT LNF-RGNKNP SLLGILYGKK 
LKHHLLPRTK GFAITVRSLR NWSAVYDCT LNF-RNNENP |LLGVLNGKK 

260 270 280 290 300 

YEADMCVRRF PLEDIPLDEK EAAQWLHKLY QEKDALQEIY NQKGMFPGEQ 
YEADMCVRRF PLEDIPLDEK EAAQWLHKLY QEKDALQEIY NQKGMFPGEQ 
YHADLYVRRI PLEDIPEDDD ECSAWLHKLY QEKDAFQEEY Yr2gTFp|tP 



310 320 330 340 

FKPARRPWTL LNFLSWATIL LSPLFSFVLG VFASGSPLLI - 

FKPARRPWTL LNFLSWATIL LSPLFSFVLG VFASGSPLLI - 

MVPPRRPWTL VNWLFWASfiv LYPFFQFLVS MIRSGSSLTL - 

360 370 380 

GAAS FGVRRL IGVTEIEKGS SYGNQEF — K KKE* 

GAAS FGVRRL IGVTEIEKGS SYGNQEF— K KKE* 

FVASVGVRWM IGVTEIDKGS AYGNSDSKQK LND* 



350 

--LTFLGFV 
--LTFLGFV 
--ASFILVF 
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